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MARKED UP COPY OF AMENDMENT 

—10. (Twice amended) A method for the prophylactic and/or therapeutic treatment of 
dysuria that comprises: 

administering to a human being or an animal an effective amount of a compound, 
which is a P 3 adrenergic receptor agonist, having a general formula selected from the group 
consisting of formula (IV), (V), (VI), (VII) and (VIII), 

or a salt or prodrug thereof, or for the compound of formula (VII) an ester or amide 
thereof; 

wherein 

(a) a compound of formula (IV) is represented by the following general formula: 
wherein 



OH R 6 R 3 




NHSO2R 1 



(IV) 

R 1 is lower alkyl, aryl or [arylakyl] arylalkyl; 

R 2 is hydrogen, hydroxy, alkoxy, -CH 2 OH, cyano, -C(0)OR 7 , -C0 2 H, -CONH 2 , 
tetrazole, -CH 2 NH 2 or halogen; 

R 3 is hydrogen, alkyl, heterocycle or 




R 4 is hydrogen, alkyl or B; 

R 5 , R 5 \ R 8 , R 8 ' and R 8 " are independently hydrogen, alkoxy, lower alkyl, halogen, 
•OH, -CN, -(CH 2 ) n NR 6 COR 7 , -CON(R 6 )R 6 \ ~CON(R 6 )OR 6 ', -C0 2 R 6 , -SR 7 , -SOR 7 , -S0 2 R 7 , 



-NCR^SOjR 1 , -N(R 6 )R 6 ', -NR 6 COR 7 , -OCH 2 CON(R 6 )R 6 \ -OCH 2 C0 2 R 7 or aryl; or 

R 5 and R 5 ' or R 8 and R 8 ' may together with the carbon atoms to which they are 

attached form an aryl or heterocycle; 

R 6 and R 6 * are independently hydrogen or lower alkyl; and 
R 7 is lower alkyl; 

R 9 and R 9 ' are independently hydrogen, lower alkyl, alkyl, cycloalkyl, arylalkyl, aryl, 
heteroaryl; or 

R 9 and R 9 ' may together with the nitrogen atom to which they are attached form a 
heterocycle; 

A is a bond, -(CH 2 ) n - or -CH(B)-, wherein n is an integer of 1, 2 or 3 and 
B is -CN, -CON(R 9 )R 9 '- or -C0 2 R 7 ; 

with the proviso that when A is a bond or -(CH 2 ) n - and R 3 is hydrogen or 
unsubstituted alkyl, then R 4 is B or substituted alkyl; 

(b) a compound of formula (V) is represented by the following general formula: 



wherein 



(R )n 




OH H R 2 
CHCH 2 N-C— (X) m 
R 3 




N-S0 2 (CH 2 ) r — R 7 



R° 



(V) 



n is 0 to 5; 
m is 0 or 1 ; 
ris0to3; 
A is pyridinyl; 

R' is (1) hydroxy, (2) oxo, (3) halogen, (4) cyano, (5) NR 8 R 8 , (6) SR 8 , (7) 
trifluoromethyl, (8) C,-C 10 alkyl, (9) OR 8 , (10) S0 2 R 9 , (1 1) OCOR 9 , (12) NR 8 COR 9 , (13) 
COR 9 , (14) NR 8 S0 2 R 9 , (15) NR 8 C0 2 R 8 , or (16) [C.-C10] Q l= Q XQ alkyl substituted by hydroxy, 
halogen, cyano, NR 8 R 8 , SR 8 , trifluoromethyl, OR 8 , C 3 -C 8 cycloalkyl, phenyl, NR 8 COR 9 , 
COR 9 , S0 2 R 9 , OCOR 9 , NR 8 S0 2 R 9 or NR 8 C0 2 R 8 ; 

R 2 and R 3 are independently (1) hydrogen, (2) C,-C| 0 alkyl or (3) C,-C| 0 alkyl with 1 
to 4 substituents selected from hydroxy, C,-C, 0 alkoxy, or halogen; 



X is (1) -CH 2 -, (2) -CH 2 -£H 2 z, (3) -CH=CH- or (4) -CH 2 0-; 

R 4 and R 5 are independently (1) hydrogen, (2) C r C, 0 alkyl, (3) halogen, (4) NHR 8 , (5) 
OR 8 , (6) S0 2 R 9 or (7) NHS0 2 R 9 ; 



R ,a is (1) R 1 , (2) C3-C3 cycloalkyl, (3) phenyl optionally substituted with up to 4 
groups independently selected from R 8 , NR 8 R 8 , OR 8 , SR 8 or halogen, or (4) 5 or 6-membered 
heterocycle with from 1 to 4 heteroatoms selected from oxygen, sulfur or nitrogen, optionally 
substituted with up to four groups independently selected from oxo, R 8 , NR 8 R 8 , OR 8 , SR 8 , or 
halogen; 

Z is (1) phenyl, (2) naphthyl, (3) or a 5 or 6-membered heterocyclic ring with from I 
to 4 heteroatoms selected from oxygen, sulfur or nitrogen, (4) a benzene ring fused to a C 3 -C 8 
cycloalkyl ring, (5) a benzene ring fused to a 5 or 6-membered heterocyclic ring with from 1 
to 4 heteroatoms selected from oxygen, sulfur or nitrogen, (6) a 5 or 6-membered heterocyclic 
ring with from 1 to 4 heteroatoms selected from oxygen, sulfur or nitrogen fused to a 5 or 6- 
membered heterocyclic ring with from 1 to 4 heteroatoms selected from oxygen, sulfur or 
nitrogen, or (7) a 5 or 6-membered heterocyclic ring with from 1 to 4 heteroatoms selected 
from oxygen, sulfur or nitrogen fused to a C 3 -C 8 cycloalkyl ring; 

R 8 is (1) hydrogen, (2) C,-C (0 alkyl, (3) C r Q cycloalkyl, (4) Z optionally having 1 to 4 
substituents selected from halogen, nitro, oxo, NR ,0 R 10 , C r C 10 alkyl, C r C 10 alkoxy, C r C 10 
alkylthio, and C r C 10 alkyl having 1 to 4 substituents selected from hydroxy, halogen, C0 2 H, 
CO 2 -C,-C, 0 alkyl, SO 2 -C,-C l0 alkyl, C 3 -C 8 cycloalkyl, C r C 10 alkoxy, or Z optionally 
substituted by from 1 to 3 halogen, C r C l0 alkyl or C r C 10 alkoxy, or (5) C r C I0 alkyl having 1 
to 4 substituents selected from hydroxy, halogen, C0 2 H, CO 2 -C r C 10 alkyl, SO 2 -C,-C 10 alkyl, 
C 3 -C 8 cycloalkyl, C r C| 0 alkoxy, C r C 10 alkyl, or Z optionally substituted by from 1 to 4 
halogen, C,-C 10 alkyl or C r C 10 alkoxy; 

R 9 is (1) R 8 or (2) NR 8 R 8 ; and 

R 10 is (1) C r C I0 alkyl, or (2) two R 10 groups together with the N to which they are 
attached forming a 5 or 6-membered ring optionally substituted with C,-C, 0 alkyl; 
(c) a compound of formula (VI) is: 



R 6 is (1) hydrogen or (2) C r C l0 alkyl; 
R 7 isZ-(R ,a ) n ; 




OH 



X 




wherein 

X is hydrogen, halogen, trifluoromethyl or lower alkyl, and 

R is hydrogen; lower alkyl which may have a suitable substituent selected from the 
group consisting of cyclo(C 3 -C 7 )alkyl, hydroxy, lower alkoxy, carboxy and lower 
alkoxycarbonyl; cyclo(C 3 -C 7 )alkyl or lower alkanoyl; 

(d) a compound of formula (VII) is represented by the following general formula: 




(VII) 



wherein 

R 1 is a hydrogen, fluorine, chlorine or bromine atom or a hydroxyl, hydroxymethyl, 
methyl, methoxyl, amino, formamido, acetamido, methylsulphonylamido, nitro, benzyloxy, 
methylsulphonylmethyl, ureido, trifluoromethyl or p-methoxybenzylamino group; 

R 2 is a hydrogen, fluorine, chlorine or bromine atom or a hydroxyl group; 

R 3 is a hydrogen, chlorine or bromine atom or a hydroxyl group, 

R 4 is a hydrogen atom or a methyl group; 

R 5 is a hydrogen atom or a methyl group; 

R 6 is a hydrogen, fluorine or chlorine atom or a methyl, methoxyl or hydroxy group; 
X is an oxygen atom or a bond; 

Y is an alkylene group of up to 6 carbon atoms or a bond; and 

Z is an alkylene, alkenylene or alkynylene group of up to 10 carbon atoms; and 



(e) a compound of formula (VIII) is represented by the following general formula: 




(VIII) 



wherein 

R is hydrogen or methyl, 

R l is hydrogen, halogen, hydroxy, benzyloxy, amino or hydroxymethyl, 

R 2 is hydrogen, hydroxymethyl, -NHR 3 , -S0 2 NR 4 R 4 ' or nitro, 

R 3 is hydrogen, methyl, -S0 2 R 5 , formyl or -CONHR 6 ', 

R 4 and R 4 are independently hydrogen, lower alkyl or benzyl, 

R 5 is lower alkyl, benzyl or -NR 4 R 4 , 

R 6 is hydrogen or lower alkyl, 

R 6 ' is hydrogen or lower alkyl, 

R 9 is hydrogen, amino, acetylamino or hydroxy, and 

X is N, O, S or methylene; 

provided that when X is N, O or S, 

then R 9 is hydrogen, either R 7 or R 8 is hydrogen, and the other is hydrogen, amino, 
acetylamino or hydroxy; and 

provided that when X is methylene, 
then both R 7 and R 8 are hydrogen. 

-17. (Twice amended) A method for the prophylactic and/or the therapeutic 
treatment of pollakiuria or urinary incontinence comprising administering to a subject in need 
thereof an effective amount of 

[the compound as defined in Claim 10 or a pharmaceutically acceptable salt thereof] 

a compound, which is a p 3 adrenergic receptor agonist, having a general formula 
selected from the g rou p consisting of formula (IV). (V). (VJO. (YIP and (YfflX 

or a salt or prodrug thereof, or for t h e co m po und of formula (VP) an e ster Qr amite 



thereof: 

wherein 

(*\ a compound of fo rmula (M is represented bv the following general forrmifc; 
wherein 



OH R 6 R 3 




(IV) 

R' is lower alkyl. arvl or arylalkvl: 

R 2 is hydrogen, hvdroxv. alkoxv. -CH . OH. cvano. -C(Q)OR 7 . -CO.H^CQNH ,, 
tetrazole. -CH 2 NH 2 or halogen: 

R 3 is hydrogen, alkvl. heterocvcle or 




R 4 is hydrogen, alkvl or B: 

R 5 R 5 ' R g . R 8 ' and R 8 " are independently hydro gen, alkoxv. lower alkvl. halogen. 
-OH. -CN. -(CHANR'COR 7 . -CON/R 6 ^. -CONfR 6 K)R 6 '. -CO,R 6 . -SR 7 . -SQR 7 . -$0 7 Rl 
-N(B«)SO. R'. -NmW. -NR'COR 7 . -OCH , CON(R 6 )R 6 '. -OCH,CQ,R 7 or arvl; p r 

R 5 and R 5 ' or R 8 and R 8 ' mav toge ther with the carbon atoms to which they are 
attached form an arvl or heterocvcle: 

R 6 and R 6 ' are independently hydrogen or lower alkyl: and 

R 7 is lower alkvl: 

R 9 and R 9 ' are independently h vdrogen. lower alkvl. alkvl. cvcloalkvl. arvlalkvl. arvl 
heteroaryl: or 

R 9 and R 9 ' mav together with the nitrog en atom to which thev are attached form a 
heterocvcle: 

A is a bond. -fCH ; y or -CHfBV. wherein n is an integer of L 2 or 3 and 



B " S2L -COW R^R 9 '- or -CO,R 7 ; 

with the proviso th at when A is a bond or -fCH.y and R 3 is hydrogen or 
unsuhstituted alkvl. then R 4 is B or substituted alkvl: 

(K> a compound of formula (Vt is represen ted hv the following general formula; 



wherein 



R 4 




OH H R 2 



CHCH 2 N 



-C— (X) m — { S— N-S0 2 (CH 2 )-R 7 



T \ I / I 

r 3 Hr r 6 



R 



(V) 



n is 0 to 5; 

misQQr 1; 
ris0to3: 
A is pyridinvl: 

R' |s n hydroxy. (2) oxo. Q) halogen. f4> cvano. (5) NR 8 R 8 . (6) SR 8 . (7) 

yc, 0 alkvl (g) OR 8 , f 10) SO,R 9 . n 1} OCQR 9 . (12) NR 8 COR 9 . (13) 
COR 9 . (14) NR 8 SO,R 9 . ns)NR 8 CO , R 8 - or (16) C ,-C, „ alkvl substituted bv hydroxy, halogen . 
cvano. NR 8 R 8 . SR 8 . trifluoromethvl. OR 8 . C 3 -C ff cvcloalkvU phenyl. NR'CO R 9 , COR 9 , SO,R?, 

R 2 and R 3 are independently Q) hydrogen. (2) C .-C . alkvl Or (3) C .=C. n alkvl with \ 
to 4 substituents selected from hydroxy. C,-C.„ alkoxv. or halogen; 
XMXh£&2^12h£B 1 z£E 2 -. (3) -CH=CH- or (4) -CH 2 Qb; 

R 4 and R 5 are indepen d ently m hydrogen. (2) C .-C . alkvl. (3) halogen. (4) NHR 8 . (5) 
OR 8 , f 6) SO : R 9 or (7) NHSO,R 9 : 

R 6 is m hydrogen or (2) C .-C. alkvl: 
R 7 is Z-fR") n : 

R u is (1) R'. (2) C 3 -C B cycloalkvl. (3) phenyl optionally substit uted with up to 4 
groups independently selected from R 8 . NR 8 R 8 . OR 8 . SR 8 or halogen, or (4) 5 or 6-membe red 
heterocvcle with from 1 to 4 heteroato ms selected from oxygen, sulfur or nitrogen, optionally 
substituted with up to four groups inde p endently selected from oxo. R 8 . NR 8 R 8 . OR 8 . SR 8 . or 
halogen; 



Z is m phenyl. (2) naphthvl. (3} or a 5 or 0-rnembered heterocy clic ring with from 1 
to 4 heteroatoms selected from oxvgen. sulfur or nitrog en. (4) a benzene ring fused to a C 3 -C g 
cvcloalkvl ring. (5) a benzene ring fused to a 5 or 6-membered heterocyclic ring wi th from 1 
to 4 heteroatoms selected from oxyge n, sulfur or nitrogen. (6) a 5 or 6-membered heterocyclic 
ring with from 1 to 4 heter oatoms selected from oxygen, sulfur or nitrogen fused to a 5 or 6- 
membered heterocyclic ring with from 1 to 4 heteroatoms selected from oxygen, sulfur or 
nitrogen, or (7) a 5 or 6-membered heterocyclic ri ng with from 1 to 4 heteroatoms selected 
from oxygen, sulfur or nitrogen fased to a C-C, cvcloalkvl ring; 

R 8 is rn hydrogen. (2) C r C, nalkvl. (3) C,-g, cycloalkyl. (4) Z optionally haying I to 4 
suhstituents selected from halogen, nitro. oxo, NR I0 R'°, C i^^ualkyLILrC m alkoxy. d zC.n 
alkylthio. and C r C 1 0 alkvl having 1 to 4 substituents selected from hydroxy, halogen. CO ? K 
CO 2 -C r C i 0 alkyl. SQ 2 -C r C l ft alkvL_C^C P cycloalkyl. d rC. n alko x v . o r Z optionally 
substituted bv from 1 to 3 halogen. C r C l 0 alkyl or C r C I 0 alkoxy. or (5) C r C l0 alk yl having 1 
to 4 substituents selected from hydroxy, halogen. CO JHL CO 2 -C r C 1 0 alkyl P SO 2 -C r C l0 alkyh 
C r C c cvcloalkvl. C r C, f alkoxv. C -C, n alkvl. or Z optionally substituted bv from 1 to 4 
halo gen. C r C 1 0 alkvl or C r C I P alkoxy; 

R 9 ismR 8 ormNR 8 R 8 : and 

R 1Q is (1) C r C 1 0 alkvl. orY2^ two R 10 groups together wi th the N to which thev are 
attached forming a 5 or 6-mernbered ring optionally substituted with C r C 10 alkvl; 
(c) a compound of formula fVD is; 



OH 



X 




whergin 

X is hydrogen, halogen, trifluoromethyl or lower alkvl. and 

R is hydrogen: lo wer alkvl which mav have a suitable substituent selected from the 
group consisting of cvdofC j-CVialkvl. hydroxy, lower alkoxv. carboxv and lower 
alkoxycarbonvl: cyclo(C 3 -C 7 )alkvl or lower alkanovl; 

(d) a compound of formula (VII) is represented bv the following general formula; 



R 



CHOH-CH 2 - NH-C(R 6 )R 7 - Y- X 




(VII) 



0-Z-C0 2 H 



wherein 

R'isn hydrogen, fluorine, chlorine or bromi n e atom o r a hydr oxy) . hydrOXYmCthvl . 
methyl. methnxv1 r amino, formamido. ac e tamido. methvlsnlnhonvlarnido. nitTO. benzvlpxy. 
methvlsul phonvlmethvl. ure ido trifiuoromethvl or P-methoxybenzylamino group; 

R 2 a hydro gen, fluorine, chl orine or bromine atom or a hydroxyl group; 

R 3 is a hydrogen, chlorine or bromine atom or a hydroxy) grpVP. 

R 4 is a hydrogen atom o r a methvl group: 

R s is a hydrogen atom or a methvl group: 

R« is a hydrogen, fluorine or chlo r ine atom or a methvl. methoxyl or hydroxy group; 
X is an oxveen atom or a bond: 

V is an alkvlene group of u p to 6 carbon atoms or a bond: and 

7 is an alkvlene. alkenvlene or a lkvnvlene group of UP to 10 carbon atom?; and 

(r) a com pound of formula (VTm is represented bv the followinP general formula; 



OR 




(VIII) 



Wherein 

R is hydrogen or methvl. 

R' is hvdroeen halogen, h vdroxv. henzvloxv. amino or hvdrOXYmethv). 

R 2 is hydrogen, nvdroxvrpe.thvl. -NHR 3 . -SO,NR 4 R 4 ' or nitro. 

R 3 is hydro gen, methvl. -SO,R 5 , formvl Of - CONHR 6 ', 

R 4 and R 4 ' are independently hvdroeen. lower al kYl Pf penzYl. 
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R 5 is lower alk vl henzvl or -NR 4 R* 

R 6 is hydrogen or lower alkvl. 

R 6 is hvdropen or lower alkvl. 

R 9 is hydrogen, amino, acetv lamino or hydroxy, and 

X is N. O. S or methylene: 

provided that when X is N. O or S. 

then R 9 is hydrogen, either R 7 or R 8 is hydrogen, and the other is hydrogen, amino, 
acetvlamino or hydroxy: and 

provided that wh en X is methylene. 

then both R 7 and R 8 are hydrogen 

18. (Twice amended) A method for the prophylactic and/or the therapeutic treatment 
of nervous pollakiuria, neurogenic bladder dysfunction, nocturia, unstable bladder, 
cystospasm, chronic cystitis, chronic prostatitis, overflow incontinence, passive incontinence, 
reflex incontinence, urge incontinence, urinary stress incontinence comprising administering 
to a subject in need thereof an effective amount of a compound, 

[as defined in Claim 10 or a pharmaceutically acceptable salt thereof] 

which is a p 3 adrenergic receptor agoni st, having a general formula selected from the 
group consisting of formula (IVV QQ, fVR TVID and (VHP. 

or a salt or prodrug thereof or for the compound of formula fVID an ester or ami de 

thereof; 

wherein 

(a) a compound of formula QV) is represented bv the following general formula; 
wherein 



OH R 6 R 3 




(IV) 

R 1 is lower alkvl. aryl or arvlalkyl: 

R 2 is hydrogen, hydroxy, alkoxv. -CH -. OH. cvano. -C(Q)OR 7 . -CQ .H^CQNH,, 

-35- '* \ / N - ' - :\-. , 



tetrazole. -CH ,N E> or halogen; 

F 3 is hydrogen, alkvl. heterocvcle or 




R 4 k hydrogen, alkvl or B: 

R 5 , R 5 ', R 8 . R 8 ' and R 8 " are independently hyd rogen, alkoxv. lower alkvl. halogen. 
-OH -CN. -(CrU , NR^OR 7 . -CON rR^R 6 ' -CONfR^OR 6 '. -CO,R 6 . -SR 7 . -SOR 7 . -SQ,EL 
r M ( p6 )gn ^ i ,]sjrR 6 tR 6 ' -NR 6 COR 7 . -OCHU CONfR^R 6 ' , -QCH , g& R 7 Qrarvl; pr 

R 5 and R 5 ' or R 8 and R 8 ' mav together with th e carhon atoms to which they are 
attached form an arvl or heterocvcle: 

R 6 and R 6 ' are independently hydrogen or lower alkvl; and 

R 7 is lower alkvl: 

R 9 and R 9 ' are indep e ndently hydrogen, lower alkvl, alkvl. cvcloalkvl, arvlalkyl. aryl, 
heteroarvl: or 

R 9 and R 9 ' mav together with the nitrogen atom to which thev are atta ched form a 
heterocvcle: 

A is a hond. -fCH : V or -CH(BV. wherein n is an integer of 1 , 2 or 3 and 

B is :CtL -CON(R*>R 9 '- or -CO&l 

w^h the proviso that when A is a hond or -(CHA- and R 3 IS hydrogen or 
nnsiihstituted alkvl. then R 4 is R or substituted alkvl: 

a compound of formula (Vl is represented hv the following gen eral formula; 

wherein 



R 4 




m isOor 1: 
r is 0 to 3: 
A is pyridinyl; 

n'i^n hydroxy. Q) oxo. m halogen. 0) cvano. (5) NR g R 8 . (6) SR 8 . (7) 
triflnoromethvl. (S) C ,-C, 0 alkvl. (2) OR< - (1 <» SO - R9 - 0 U£CQRl ( 12) NR 8 CQR 9 . (13) 

cdr 9 . CM) nr 8 so , r 9 . Cia NR 8 co,R 8 . or (\6) C .^c.n alkvl substituted by hydroxy , halogen. 

cvano. NR 8 R g . ST?" triflnoromethvl. OR 8 . C,-C„ CVCloalkvl. nhcnvl. NR 8 C PR 9 . COR 9 . SQzEl 

OCOR 9 . NR g SO,R 9 or NR 8 CQ, B!: 

R 2 and R 3 are indenende ntlv QJ hy d r o gen, (2) C .=C,„ aUgd or (3) C ,=Cio alkyl with 1 
ro 4 suhstituents selected fr om hydroxy. C.-C, alkoxv. or halogen; 

X is m -CH 7 CH,-. (2) -C_H, -. (3) -C H=CH- or (4) -CH&ti 

R 4 and R* are independently (JQ hydrogen. (2) C .- C alkvl (3) haloge n. (4) NHR 8 , (5) 
OR 8 . (6) SO : R 9 or m NHSO.R 9 : 

R* is m hydrogen or (2) C,-C.„ alkyl: 

R " is m R'. m C r C , cvcloalkvl. (Vi phenyl ontionallv substituted with UP to 4 
grou ps independently selected from R". NR 8 R 8 . OR". S R g or halogen, or (4) 5 or 6-membered 
heterocvcle with from 1 to 4 heteroat o ms selected from oxygen, sulfur or nitrogen, optionally 
substituted with up to fo u r groups independently selected from oxo. R 8 , NR 8 R 8 . OR 8 . SR 8 . Qr 
halogen: 

7. is H ^ phenyl. m naphthvl. (V> or a 5 or 6-membered heterocyclic ring with from \ 
to 4 heteroatoms selected from oxygen, sulfiir o r nitrogen. (4) a benzene ring fused to a Ci z£« 
cycloalkvl rinp. (S) a benzene ring fuse d to a 5 or 6-membered heterocyclic ring with from 1 
to 4 heteroatoms selected f rom oxygen, sulfur or nitrogen. (6) a 5 or 6-membered heterocyclic 
ring with from 1 to 4 heteroatoms selected from oxygen, sulfur or nitrogen fuse d to a 5 QX fr- 
memhered heterocyclic ring with from 1 to 4 heteroatoms selected from oxygen, sulfur or 
nitrogen, or (7) a 5 or 6-membered heterocyclic ring with from 1 to 4 hete roatoms selected 
from oxygen r sulfur or nitrogen fused to a C r C. cvcloalkvl ring; 

R 8 is m hydrogen. (2) C ,-C, 0 alkvl. (3) C r C , cvcloalkvl. (4) Z optionally having \ to 4 
suhstituents selected from halogen, nit r o oxo. NR I0 R'°. C ,-C.„ alkvl. C.-C, n alkoxv, C .dCm 
alkvlthio. and C ,-C, 0 alkvl having 1 to 4 s uhstituents selected from hydroxy, halogen. CQ,H» 
C^ 2 ^,^ l0 jjkM^2^i^i(^lb^£3^8 cycloalkyl. dzCio a"«>*y, or Z optionally 
substituted bv from l to 3 halogen. C .-C, » al kv l or C ,=C, n alkoxv , or (5) C i=C, n alkyl having l 



to 4 suhstituenjff SSlfiCtfid fror n t?Y H T™v halogen. CQ ? H. CO^C.-C.^lkYL-SQ^i^ioAl 
r 3 -r fl rvcioalkvl. C .-C.n alkQxy^C.^C.n alM , "r Z optionally substituted by from I to 4 
halo gen. C .-C. n alkyl or C.^nJtoyi 

F ^f1)R8ormNR g R g :and 

R 10 is m C ,-C, 0 alkyl or m two P '° groups together with theN to which they are 
attached form in g a 5 or 6- membered rinp ontionaHv substituted wjth C .^Cio^lkyi; 
(g) a compound o f formula (Vn is: 



X 




wherein 

X IS hydrogen, halo gen triflnoromethvl or lower alkvl. and 

p is hydrogen: lower alkvl which mav have a s uitable substituent selected from the 

group consisting of cvclo(C,-C , )alkvl, hy droxy , lower alkoxv. carboyy and low 
aikoxvcarhonvi: cvclorc, -C, )a1kvl or low alkanoyl; 

(dl a com pound of formula (VIP is represented hv the following g e neral formula; 




(VII) 



wherein 

R / is a hydrogen, fluorine chlorine or bro m ine atom or a hvdroxvl. hvdrOXVmeth , vU 
methvl. methowl amino, formamido. aceta mido . rnethvl sulnhonvlamido. nitrp , benzyloxy . 
methvlsulphonvlmethvl. ure j do, triflnoromethvl or n-methoxyhgp^larninQ gJOVP ; 

R z is a hydrogen, fluorine, chl o rine or bromine atom OX a tlYdrOXVl group; 
i<: a hydrogen, chl orine or bromine atom or a hvdrQXVl group, 
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r 4 is a hydrogen atom or a meth vl mw. 
R s is a hydro gen atom or a methyl group; 

R* is a hydrog en, fluorine or ehlorine atom or a methvl. methoxvl OV hvdrQXV STQUP; 
x is an oxygen atom or a bond; 

Y is an alkvl ene grouo of up to 6 carbon atoms or a bond; and 

7. is an alkvlene alkenvle n e or alkvnvlene group of UP to 1Q carbon atoms; and 

M a compound nf formula ( V Tm is represented hv the followinP general formula; 




(VIII) 



wherein 

B 1R hY n ™P en methvl. 

R 1 is hydrogen, halogen, hydro xy , henzvloxv. amino or hydrp xyrnethyl. 

P* ^ hydro gen hvdroxv meth v l . - NHR 3 . -SQ , NR 4 R 4 ' or mfrQ . 

R 3 is hydrogen, methvl. -SO.R 5 formvl or -CON HR 6 '. 

R" and R 4 ' are independently hv drogen. lower alkvl or benzyl. 

R 5 iS lower alkvl. henzvl or -NR 4 R 4 . 

R 6 is hydrog en or lower alkvl. 

R* js hydrogen or lower alkvl. 

R 9 is hydrogen, a mino, acetvlamino or hydroxy, and 
y is N , O- S or m ethylene: 
provided that wh en X is N. O or S. 

fre p R 9 is hydrogen, either R 7 or R 8 is hydro gen, and the other is hydrogen, amino. 
acetvlamino or hvdroxv: and 

provided that wh en X is methylene, 
then hoth R 7 and R 8 are hydrogen. 

-19. (Twice amended) A commercial package comprising: 
[the compound as defined in Claim 10] 
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